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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
Applicant: Allan R. Dunn 

Serial No.: 10/705,689 
Filing Date: November 10, 2003 



For: 



METHOD OF TREATING INFLAMMATION IN THE JOINTS OF A 
BODY 

Confirmation No. 4 644 
Customer No. 04219 
Hamud, Fozia M. , Examiner 
Group Art Unit 1647 

2 8 00 S.W. Third Avenue 
Historic Coral Way 
Miami, Florida 33129 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

DECLARATION OF DR. ALLAN R. DUNN 
PURSUANT TO 37 C.F.R. §1.132 

I, ALLAN R. DUNN, declare as follows: 

1. That I am the sole applicant and inventor of the new and 
inventive composition disclosed and claimed in the above -referenced 
U.S. Patent Application having Serial Number 10/705,689, entitled 
METHOD OF TREATING INFLAMMATION IN THE JOINTS OF A BODY 
(hereinafter, "the Application"), which is a divisional patent 
application of and claims priority to U.S. Patent Application 
having Serial Number 09/778,397 (hereinafter, "the Parent 
Application") now U.S. Patent Number 6,645,485 (hereinafter, "the 
*485 patent") . 
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2 . That I am a licensed Medical Doctor and a board certified 
Orthopedic Surgeon, and that through my extensive clinical practice 
over a period of more than 30 years I have gained a significant 
level of expertise in the field of Orthopedic Surgery, in 
particular, diseases and injuries of joints, including hip(s), 
knee (s) , and ankle (s) . 

3 . That attached hereto as Exhibit A is a true and accurate 
copy of my Curriculum Vitae, which illustrates my credentials, 
specifically, that I specialize in hip and knee reconstruction, 
arthritis surgery, joint trauma, total joint replacement, and 
arthroscopic surgery; that I have conducted orthopedic research 
throughout my career and discovered new treatments, developed 
products, defined their rationale, and designed, coordinated, and 
evaluated laboratory studies of stem cell production and clinical 
treatment of osteoarthritis and post -traumatic osteoarthritis; and 
that I am responsible for the preparation of numerous presentations 
and publications in the field of Intra-Articular Injections of 
Human Growth Hormone . 

4. That, from about 1992 to 1993, I personally conducted 
extensive initial research directed towards intra-articular 
injections of purified growth hormone ("PGH") into joints of 
patients at dosages in the range of 0.25 to 0.75 milligrams per 
kilogram of body weight, wherein the PGH was dissolved in a buffer 
solution to a concentration of about 5.0 to 6.0 milligrams of PGH 
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per milliliter of buffer solution, and that these injections of PGH 
proved effective for regeneration of cartilage, as disclosed in 
U.S. Patent No. 5,368,051, which was issued to me in 1994. 

5. That intra-articular injections of PGH at the dosages 
identified in paragraph 4 may cause side effects, and that such 
side effects may include elevated serum glucose levels and 
headaches . 

6. That, from about 1999 to 2007, I personally conducted 
extensive subsequent research of the effects of reduced dosages of 
PGH, and that I personally treated patients with reduced dosages of 
PGH, specifically, dosages in a range of 0.025 to 0.249 milligrams 
of PGH per kilogram of body weight, wherein the PGH was 
administered at concentrations of about 5.0 to 6.0 milligrams per 
milliliter of buffer solution. 

7. That in the course of this subsequent research and 
treatment of patients, I observed that a single intra-articular 
injection of PGH at dosages and concentrations in the ranges 
identified in paragraph 6, is effective for reducing and/or 
eliminating signs of inflammation, including pain, swelling, heat, 
and stiffness in the patients treated. 

8 . That in the course of this subsequent research, I further 
observed that multiple intra-articular injections of PGH at the 
dosages and concentrations in the ranges identified in paragraph 6, 
could further reduce the signs of inflammation in the patients 
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treated. 

9. That in the course of this subsequent research, I further 
observed that patients treated with the intra-articular injections 
of PGH at dosages and concentrations in the ranges identified in 
paragraph 6, exhibited no sign of the side effects identified in 
paragraph 5 . 

10. That in the course of this subsequent research, only 
minimal regeneration of cartilage was observed in patients 
receiving intra-articular injection (s) of PGH at dosages and 
concentrations in the ranges identified in paragraph 6. 

11. That a composition comprising PGH at reduced dosages in 
the ranges identified in paragraph 6, is significantly more 
economical than a composition comprising larger dosages of the PGH; 
for example, one (1) milligram of PGH costs approximately $50.00, 
thus, for an individual weighing one hundred (100) kilograms, a 
composition comprising an elevated dosage of PGH, i.e., 0.75 
milligrams of PGH per kilogram of body weight, will cost 
approximately $3,750, whereas a composition comprising a 
significantly reduced dosage of PGH, i.e., 0.025 milligrams of PGH 
per kilogram of body weight, will only cost about $125. 

12. That specific examples illustrating that intra-articular 
injection (s) of PGH at reduced dosages, namely in a range of about 
0.07 milligrams to 0.11 milligrams of PGH per kilogram of body 
weight, is effective to reduce and/or eliminate signs of 
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inflammation and/or increase a patient's mobility or range of 
motion, were previously presented to the U.S. Patent and Trademark 
Office during prosecution of the Parent Application via a 
Declaration, dated November 21, 2002, and that a true and correct 
copy of the Declaration is attached hereto as Exhibit B. 

13. That from about 2002 to 2005, I personally treated at 
least thirty-eight (38) patients (hereinafter, "the patients") with 
intra-articular injections of PGH at the reduced dosages, and at 
the concentrations disclosed and claimed in the Application 
(hereinafter, the "Inventive Composition"). 

14. That the patients comprised twenty-seven (27) males and 
eleven (11) females, each of which, . at the time, suffered from 
osteoarthritis of their knee(s), and each of which were candidates 
for total knee replacement . 

15. That the table attached hereto as Exhibit C provides a 
true and accurate summary of the results obtained from treatment of 
the patients with the Inventive Composition. 

16. That the patients were treated with multiple injections 
of the Inventive Composition comprising a reduced dosage of PGH in 
a range of about 0.05 to 0.12 milligrams of PGH per kilogram of 
body weight, wherein the PGH was dissolved in a buffer solution to 
a concentration of about 5.0 to 6.0 milligrams of PGH per 
milliliter of buffer solution. 

17. That prior to treatment with the Inventive Composition, 
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each patient was evaluated for pre- treatment pain using the Wong- 
Baker facial grimace scale combined with the Numerical Rating Scale 
("NRS") . 

18. Based upon the aforementioned pre- treatment pain 
evaluations, each patient was assigned a numerical value ranging 
from zero (0) to ten (10) , wherein zero (0) represents no pain, and 
ten (10) represents the most pain. 

19. That in accordance with the aforementioned pre-treatment 
pain evaluations, the pre-treatment pain for the patients ranged 
from one out of ten ("1/10") to eight out of ten ("8/10"), and that 
the average pre-treatment pain score was five-point-seven out of 
ten ("5. 70/10") . 

20. That subsequent to treatment with the Inventive 
Composition, each patient was individually evaluated for post- 
treatment pain, again using the Wong-Baker facial grimace scale 
combined with the NRS, and that the post -treatment pain score for 
the patients ranged from zero out of ten ("0/10") to four out of 
ten ("4/10"), and an average post- treatment pain score was zero- 
point-six-five out of ten ("0.65/10"), thus representing a 
significant average decrease in pain score of about five-point- 
zero-five out of ten ("5.05"). 

21. That prior to treatment with the Inventive Composition, 
the range of motion ("ROM") for each patient was measured using a 
goniometer and recorded. 
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22. That the pre- treatment range of motion for the patients 
ranged from one hundred ("100") degrees to one hundred and forty- 
five ("145") degrees, and that the average range of motion was 
about one hundred and twenty-six ("126") degrees. 

23 . That subsequent to treatment with the Inventive 
Composition, the range of motion ("ROM") for each of the patients 
was again measured using a goniometer, and recorded, and that 
subsequent to the treatment with the Inventive Composition, the 
average range of motion was about one hundred and thirty- eight 
("138") degrees, an increase of about twelve ("12") degrees, or 
approximately ten percent (10%) . 

24. That the data shown in Exhibit C, as well as my personal 
observations of patients before and after treatment of the 
Inventive Composition indicate that, for each patient, signs of 
inflammation and/or pain either decreased or were completely 
eliminated following the intra-articular injection of PGH into the 
afflicted joint at dosages and concentrations in the ranges in 
accordance with the Inventive Composition. 

25. That, based upon my extensive research and expertise in 
the field of orthopedic surgery, it is my opinion that the results 
identified in paragraph 24, obtained by treating patients with 
intra-articular injections of PGH at the reduced dosage levels of 
the Inventive Composition, i.e., a composition having PGH at 
dosages and concentrations in the ranges identified in paragraph 6, 
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combined „ it h the fac t that none of the patients treated „ lth ^ 
Inventive exposition exhibited any slgns of ^ ^ 
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headaches, would not have been expected by one of ordinary gkm in 
the art at the time of the invention. 

26- That, i„ my opinion, the data presented herein, in 
response to the E^ner', Office *ction in the Application dated 
February 22, 2007, includea no nev ^ ieaonstrates ^ 

the inventive Composition provides a safer, economical, ^liable 
and reproduce treatment alternative for infraction and pail 



control . 



21. That I hereby declare that all statements ma<te herein of 
*y own taowledge are true an(J ^ au statements ^ ^ 

reformation an d belief are believed to be true, and further , that 
these statements were made with the knowledge that willful false 
statements and the Uta so ^ are punishable By ^ ^ 
rmprisonment. or both, under Section 1001 of Titie 18 of the United 
States code. that soch wilif Ul false statements ^ 
the validity of the appl.cation or any patent issue^hereon 



Dated: August (£, 2007 

DK. ALLAN ft'. DUNN 
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® Allan R.Dunn, MlD. 

Fellow American Academy of Orthopedic Surgery 
Diplomate American Board of Orthopedic Stjjgery 



•) Home 
— ® About Or Dunn 
— (S) Contact Info 



Curriculum Vitae 



ORTHOPEDIC PRIVATE PRACTICE, specializing in Hip and Knee Reconstruction 
SURGEON Arthritis Surgery, joint Trauma, Total Jc^nt Replacement, and ' 
Arthroscopic Surgery, {/ 

I 

ORTHOPEDIC THE. DISCOVERER OF MORPHOANGIOG^NESIS, the process by wh 



RESEARCH 



HOSPITALS 

TRAINING 

1959 

mo 

1901 

1965-3962 
I0&M9G3 
J9G3-19fc(i 

1980 
RESEARCH 



growth hormone rejuvenates adult boneiand adult blood vessels in 
fetal structures which produce stem cells. These stem cells can be 
used to treat a variety of diseases and cbn also support regeneratl 
of the cartilage surface of joints, (see publications) 

THE DISCOVERER. OF AN ACCESSORY VASCULAR SYSTEM IN 
GARTJIAGE, a heretofore unknown direct connection between the 
general circulation and all of the cells Jn jthe cartilage joint surface, 

THE D.JSQOVERER OF THE IAGH PROCESS, intraarticular Injection 
growth hormone (IAGH) to regenerate ajtlcular cartilage. The first 
use IAGH Injections to regenerate articular cartilage (1965). 

Attending Orthopedic Surgeon, Miami Heart In$titute/Mt. Sinai 
Hospital, Miami Beach, FL Former Chief iDept of Orthopedic Surg 
St. Francis Hospital, Miami Beach, Ft 1980-1990 



B.A. DEGREE: CORNELL UNIVERSITY, Itrfeca, NY 

RESEARCH FELLOWSHIP: PHILLIP SAWWR, M.D., PH,D,, N,Y. STA 
DOWN STATE MEDICAL CENTER, NY, NY J 

CLINICAL FELLOWSHIP: SIR ARTHUR DojuTMWAITE, SR. 
CONSULTANT, GUY'S HOSPITAL, London* England 

M.O. DEGREE: N.Y. STATE - DOWN$TAt| MEDICAL CENTER, NY, I 

INTERNSHIP: INTERNAL MEDICINE, MOn)tEFIORE HOSPITAL, NY, 

RESIDENCY: GENERAL SURGERY, MONTcilORE HOSPITAL, NY, NY 

RESIDENCY; ORTHOPEDIC SURGERY, CORNELL MEDICAL CENTER 
HOSPITAL FOR SPECIAL SURGERY, NY, NT 

f 

CERTI FI CATION TO USE RADIOACTIVE ISOTOPES, HARVARD SCH< 
OF PUBLIC HEALTH, Cambridge, MA 



I*** ("Ki'imr, Laboratory and clinical studies, NunHNousfprestmtations & 
publications, (see attached) \ 
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19H0 oilHoincj 



J 990 • arifloiny 



Laboratory studies of stem cell production, the regenerative action 
E2L ho ™ O0ean i ' tS *ntHnfl.mmalory action Pgblicatlons 
tectures on Regrowth of Articular Cartage, Joint Repair and the 
M.crovascular System of Various Tlssufs and Tumors 

i 

CARTILAGE REGROWTH: IAGH PROJECT - CHIEF INVESTIGATOR 
Clinical treatment of Osteoarthritis andiPosl-Traumatic Arthritis wll 
Intra-Artlcular Growth Hormone Injectipns to regenerate articular 
cartilage Joint surfaces, decrease pain and swelling, and increase 
range of motion. ■■ 



PATENTS 

1965 •■ ongolno 



PRODUCTS^ PATENTS PENDlNG: lAGf j PROCESSES and SURGIO 



PRESENTATIONS ft PUBLICATIONS 



1966 



•1/10/67 



2/16/86 



MONOGRAPH: TJ».Stlm.uJstl.0.n.!?f <?IX>Wth P_f Af^SHJar Cart|(age.py Intra- 
Artlcular Growth Hormone. Dr. Dunn Is the discoverer" of'the use of IAGH 
injections to regenerate articular cartilage. j ... 

N Y. ACAQfMY MEpj^I^E^JJj^hopecllc MeetL, NY, NY 

f^S^nT? °[? ° r Se K°/ 0rth °P e<,lc Su fgl«' Residents chosen fo, 
Outstanding Original Research from the orthopedic training programs in 
Massachusetts, New York and Pennsylvania. Hef presented "The Stimulate 
of the Growth of Articular Cartilage by Intra-AHjicular Growth Hormone" 
UnlveSSy M '°" * Chair j nan of Orthopedics, Harvi 

u 

AMERICAN ACADEMY OF ORTHOPEDIC mRGEO^S, Annual Meetjna, New 
°!!k^ S ' ^. of Articular Cartilage by <Direct Hormonal ; Inductior 

with Growth Hormone Following Full Thickness Surgical Debridement " 
D.scussor: Donald P. Speer, M.D., Prof, of Orthqpedics, University of Ariz. 
Meoical Center > 



10 / 31 / 90 ST, FRANCIS HOSPITAL, Miami Beach, FL j 

Lectured on -Arthroscopic Surgery of the Knee", as part of The Florida 
Medical Association Continuing Education accreditation program. 

8 " 2 / 98 R5YAL NAJIQNAJ. ORTJ1QPEP1C HOSPITAL, London, England 

Dr. punn presented "Regeneration of Articular Cartilage with Intra-Artlcul 

FOp.ANP OJiU£.AD.MlMSTRAnQN.lFp^) approved Dr. Dunn's clinical t. 
to treat osteoarthrltic knees with IAGH Injections; 

HOSPITAL fOR SPEClAkS.UR.GEBY, CORNELL MEI 
Alumol_HReHD9, NY, NY Dr. Dunn presented "Re< 
Cartilage with Intra -Articular Growth Hormone: 1, 
Demonstrates That Cartilage Is Vascular, and Thl' 
Regeneration." 



10/9S 



1 1/6/98 



>I-CAL CENTER,. Annual 
;neration of Articular 
ie New Science Which 
Vascularity Supports 



J999- 



V00 



EXPANSION OF FDA CLINICAL TRIAL. The high sijccess rate or the Injects 
Knees, with minimal side effects, led Dr. Dunn to expand his clinical 
treatments to Include other joints and to determirfc the most effective do 
and frequency of IAGH Injections. Results of IAGljtreatment of the joints 
be ncluded m future FDA studies. Dr. Dunn has treated more than ?oo 
patients with IAGH Injection. \ 

) 

LIFE EXTENSION FOUNDATION JOURNAL, *Dolncj Away With Arthritis - A . 
Innovabve Procedure Involving Human Growth Htfmone Stimulates Cait 
Growth onci Joint Mobility." } 



htf|v//i£if»Ji.<:tiii!/airnt'nMrtn.!ilinl 
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J0/1.V00 



.Vi 1/01 



5/17/01 



10/4/01 



5/02 



6/12/02 



1 1//Y0* 



Z^J HIRD RIVA C0NG RESS ON ORTHOPEDIC SURGERY UNIVERSITY Ol 

VERONA, Verona, Italy Or. Dunn presented "Regeneration of ArficSV 
Cwtjage m Adult Patients Following intraarticular Growth Hormone (IAC 
Injections, and the New Science Which Support* This Regenerate,? 

ORLANDO REGIONAL HOSPITAL CENTER, Orlando FL 

Visiting Orthopedist Pro Tern by invitation. "Intra-Artlcular Injection of rH 

sissjsss?; of Articu,ar cartiia9e: a Rwv,s [° n ° f the i*ssin« o 

KRONOS INSTITUTE, Phoenix Arizona ' 

Hormnni^T ' b ^ "'"'""Articular Injections of Human Growtl 
Hormone To Treat Osteoarthritis and Post-Traunjatlc Arthritis." 

ssssssl^v^ - keynote 4 ker ' ^ 

"Intra-Artlcular Growth Hormone(IAGH) Injections to Treat Osteoarthritis 
Post-Traumatic Arthritis, and the Science Which Makes It Possible « 



won 



:./.'Viw 



HARVARD UNIVERSITY, DEPT. OF SURGERY VASCULAR RESEARCH 
BUSS*. Cambridge, MA Visit! n g lecturer by Incite tion. D^ Dun n preser 
his discovery of a new form of anglogenesls: "Molpho-Anglogenesls - a 
Un.que Action of Growth Hormone". Dr. Dunn dXntnted (1) the 

ori^h^^ f b °/?, I2 a Carti,89e ***** b Y '"^-articular Injections of 
growth hormone, (2) the mlcro-tubules which connect the vascular syste. 

ESSS*" 1 ?" P) Pr ° dUCti0n 0f Stem cel,s toi~PI»rt various diseas 
treatments and regeneration of the cartilage surface of Joints. 

WCRO\^S.C^^R.mseaRC:H, 63;295-303 (2002*. International peer^ 
reviewed Journal. "Morphoanglogenesis: A UniqoJ Action of Growth 
Hormone". Publication of Dr. Dunn's discovery of i new form of 

S2KSL n SS : f ab *!!f y °! 9TOWth hormone t0 ^venate mature bone t 
c2£ tLVI d ™ t0re , b,c ^ vessels t0 fetal b,ood ^ ssels w nlch produce s 
cells. These stem cells can be used to treat a variety of diseases and can 
regenerate new cartilage Joint surfaces. j p,5eases an0 c ™ 

S™ mLC * MiEPftIR Sp^IETi.AoDuiI.Ji.eetlng, Tore 
Dr. Dunn introduced his discovery that cartilage his an accessory vascul- 
system which connects chondrocytes directly to thfe vascular sysTem m 
SEP X^T 1 ^ 2 ) Mo n>hoanghlogenes.s -fa unique aSn « So 
Til ^ ( I ntra " artlCUlar '^ rtlon 5 of growth hirmone increase space 
S * h r ! bon « s decrease all signs of inflarrimatlon In oste?arthrl« 
and post-traumatic arthritis of the ankle. \ 

I 

J-OHNS HOPKINS UNIViRSITY SCHOOL OF MEDICINE 

"Intra-Artlcular Injections of Human Growth HormoVie Reduce Inflammatl 
andjnerease the Space Between the Bones in Adv^ced I^SSSSSS 

* 

55 ^ACAPEMY OF ORTHOPEDIC SURGERY, Annual Meeting, New 

!?/p^ A t ,CU ' ar . GroW l h Hc,rrT,on< 2 (»GH) Injections Reverse Adverse Effe, 
of Post- Traumatic Arthritis of the Ankle and Sub-Ta£r joints " 

f 

r^ RNA ^ 0NAL CARTILAGE REPAIR SOCIETY, 5th Annual Meeting Ghe. 

About the e»m results of 1AGH T. •Mtim.nl end l u : Scirmr bol.incl 1A, 
Action, emphasi/lng rejuvenation of blood vessels aid production or *u 
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h-v oo ., a „ ling and ^^'SSSa^SSyiSJ ' 
INTERNATIONA!. CARTILAGg REPAIR SOCIETY. San Dlejo, CA. 

Biologic Arthroplasty: Using IAGH Injections to Re-grow Articular 

in,?'* 9 * 1 ,n , Archrillc Jo1 ^- A 2lst Century TreaiLn? 
Intraarticular Injections of HGH Heals Traumatkfoerects and 
Avascular Necrosis of Femoral Condyles wmacK ] uerecti dnd 

E£ 'iZT r InJectiO0S of HCH Reverse Avascu f Necros,s ° f u " 

4. Morphoangiogenesis: A Unique Action of Growth Aormone 

t 

Morphoanglogenesis: A Unique Action of Gh that ProducI Fenestrated 



l. 



2, 



3. 



S^' aSSSSflSSJSWT -»n^I«WBBQBB. Chicago, It. 

2?^ 9 f ' ^Juvenates Adult Subchondral Vessf is to Provide a 

ESSES? Stem Ce " S PrPm ° tin9 the mu,t * ,e us « 4 »- Sem «, 



3/10/07 



9/28/07 
JO/3/07 



ALUMNI TODAY - JOURNAL NY STATE UNIV 
COLLEGE OF MEDICJNB 

Repap^ilation of Development in Aduto: A Method to Piodube 
btern Cells to Regenerate Articular Cartilage 5 

INTERNATIONAL CARTILAGE REPAIR SOCIETY, Warsaw Poind 

fetal fenestrated capUlanes , create stem cells and recapitulate L 
cascade of development in adults, ■pnuwepe 
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it THE UNITED STATES PATENT AND TRADEMARK OFFICE 
Allan R. Dunn 
09/778,397 
9)ate: February 2, 2001 



METHOD OF TREATING INFLAMMATION IN THE JOINTS OF 
A BODY 



Group Art Unit 1647 
Hamud, P., Examiner 



e Commissioner of Patents and Trademarks 
Washington, D.C. 20231 



Dear Sir 



DECLARATION 



I, ALLAN R. DUNN, declare as follows; 

1. That I am the sole applicant and inventor of the new 
and inventive method disclosed and claimed in the above- 
referen;ed U.S. Patent Application having Serial Number 
09/778,397, entitled METHOD OF TRBATING INFLAMMATION IN THE 
JOINTS 3F A BODY (hereinafter "the Application") . 

2. That the inventive method disclosed and claimed in the 
Application is at least partially based upon my research which 
was initially directed towards the regeneration of cartilage 
through multiple intra -articular injections of purified growth 
hormone; that in carrying out this research I observed that the 
signB >f inflammation, including pain, swelling, heat, and 
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] 



aai.L<>Y&MALLOY,P* 
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etiffnesb, could frequently be reduced and/ or eliminated, 
following the ant re- articular injection of just a single dose of 
purified growth hormone; and further, that I observed that 
multiple lntra-articular injections of purified growth hormone 
further reduce the signs of inflammation in the subject© 
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That, in my opinion, the data presented herein 
no new matter and is presented solely in response to 
Examiner's request for data which is illustrative of the 
obtained following implementation of the inventive 
disclosed and claimed in the Application. 

That I have personally implemented and/or controlled 
•mentation of the inventive method disclosed and claimed 
Application on at least 20 patients between the latter 
1999 and early 2001. 

That Table I herein provides a true and accurate 
of the results obtained from implementation of the 
inventive method disclosed and claimed in the. Application on the 
aforementioned 20 patients; 

TABLE I 
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Wale 
14 



Female 
6 



Total 
20 
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Ran<je - 



Meai 



48 to 90 years 
69.9 years 



Range « 

Mean - 

nft»y>e (mo/kg) : 



54.5 to 95.4 kilograms 
75.46 kilograms 



Range • 

Me* in - 



RftBttUft 



6. 



0.07 to 0.11 mg/kg 
0.08 mg/kg 



improved - 
Unchanged 
Worsened - 



14 

6 

0 



That my personal observations and/or the observation 



obtainei and reported by persons under my direct control and 
supervision of patients before and after implementation of the 
inventijve method disclosed and claimed in the Application 
indicate that, for those patients exhibiting an improvement , 
signs pf inflammation either decreased or were completely 



1 Age 
Che patie; 
disclosed 



and weight referenced herein is the age and/or weight of 
t at the time of implementation of the inventive method 
and claimed in the Application. 
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eliminated following the intra-articular injection of a single 
dose of purified growth hormone into the afflicted joint. In 
addition^ each of the patients represented in Table 1 received 
at least three (3) intra-articular injection* of purified growth 
hormone svex a period of time, and several patients exhibited a 
further reduction or elimination of the signs of inflammation, 
fpl lowing subsequent intra -articular injections. 

That the specific observations of Patients 1 through 
4 before and after implementation of the inventive method 
disclosed and claimed in the Application, as presented below , 
are representative of the results obtained and summarized in 
Table I herein. 
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That on or about May 22, 2000 , Patient 1, a 65 year 
weighing 83 kg, received an initial intra-articular 
containing a total of 5.8 mg of purified growth 
(equal to 0.070 milligrams of purified growth hormone 
,m of body weight, or 0.070 mg/kg) , into the joint of 
ankle. Prior to the initial intra-articular 
Patient l was afflicted with arthritis in her right 
approximately ten (10) years , accompanied by moderate 
pain, heat, swelling, and tenderness, having a pain 
five out of ten (5/10), and an inability to place her 
flat on the ground, resulting in a limp on her right 
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side. The mobility in the right ankle of patient l, prior to 
the initial intra-articular injection was minus ten degrees (- 
10°) up md thirty-five degrees (35") down. An initial X-ray of 
the right ankle of Patient 1 indicated no perceivable or 
approxinately 0 millimeter joint space (i.e. bone to bone 
contact]) . 

On or about June 7, 2000, following the initial intra- 
articular injection, Patient 1 experienced little to no pain or 
heat in her right ankle, having a pain score of one out of ten 
(1/10), and was able to place her right foot flat on the ground. 
The mobility in the right ankle of Patient 1 at this time 
increased to minus five degrees (-5°) up and forty degrees (40°) 
down. There was no swelling in the right ankle at this time. 
Patient 1 received a second intra -articular injection containing 
a total of 5.8 rag of purified growth hormone (0.070 mg/kg) on or 
about Jlune 7, 2000. 



On 



up and 



or about June 21, 2000, Patient 1 was reevaluated. Her 



ankle was not swollen or in pain. Ankle motion was zero degrees 



45 degrees down. patient 1 received a third intra- 



articular injection containing a total of 5.8 mg of purified 
growth hormone (0.070 mg/kg). 

On or about July 5, 2000, Patient x was seen again. 
Following the third intra-articular injection, Patient 1 
experienced no pain, heat, or swelling, having a pain score of 
zero out of ten (0/10) , and exhibited no limp. The mobility in 
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articulab injection, Patient 2 exhibited minimal swelling and 
vlartath in his left ankle. At this time f Patient 2 had a 
reduced pain score of two out of ten to three out 
(2/10 to 3/10) . The mobility in the left ankle of 
2, following the initial intraarticular injection, was 
Agrees ( ? *) U P 61X1(1 thirty degrees (30°) down, and an X-ray 
an increase in joint space to approximately 1.5 
Patient 2 received a second intra-articular 
containing a total of 5.8 mg of purified growth 
(0-085 mg/kg) on or about August 2, 2000. 
or about August 16 , 2000, following the second intra - 
injection, Patient 2 experienced no pain, heat, or 
in his ankle. Patient 2 had a pain score of zero out 
(0/10) at this time, and no longer walked with a limp. 
2 received a third intra-articular injection containing 
of 5.8 mg of purified growth hormone (0.085 mg/kg) on or 
August 16, 2000. 

or about August 30, 2000, Patient 2 received a fourth 
ajrticular injection containing a total of 5.8 mg of 
growth hormone (0.085 mg/kg). 

or about August 30, 2000 , following the fourth intra - 
ar injection, Patient 2 reported experiencing only 
paz.n, even after long walks, having a pain score of 
one out of ten (i/10) , otherwise, experiencing no pain and 
having a pain score of 2ero out of ten (0/10) - An X-ray of the 
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ankle of Patient 1 at this time was zero degrees (0°) 
f^rty-flve degrees (45°) down. Further, an X-ray of the 
of Patient l following the third intra-articular 
indicated an increase in joint space to approximately 
imeters. patient l exhibited no aide effects as a 
f this treatment. 
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That on or about July 19, 2000, Patient 2, a 52 year 
old pmljj weighing 68 kg, received an initial intra -articular 
injection containing a total of 5.8 mg of purified growth 
fcorraone (0.085 mg/kg) into the joint of his left ankle. Prior 
to the initial intra -articular injection, Patient 2 experienced 
pain, hAat, swelling, and stiffness in his left ankle, which was 
dislocated and fractured in 1992 while skydiving. Prior to the 
initial intra-articular injection, Patient 2 had a pain score of 
eight ojit of ten to nine out of ten (8/10 to 9/10) , walked with 
a limp, and had tenderness in the left ankle. as a result, 
Patient 2 was unable to work, The mobility in the left ankle of 
Patient 2, prior to the initial intra-articular injection, was 
seven djsgrees (7") up and thirty degrees (30°) down. An initial 
X-ray o(£ the left ankle of Patient 2 indicated no perceivable Cor 
approximately 0 millimeter joint space (i.e. bone to bone 



or about August 2, 2000, following the initial intra- 
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left an»;ie of Patient 2 following the fourth intra -articular 
injection indicated an increase in joint space to approximately 
2 . 5 millimeters , Patient 2 exhibited no side effects as a 
result <Jf thi» treatment 
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10 J That on or about November 27, 2 000, Patient 3, a 60 
year olid female weighing 62 kg, received an initial intra- 
articular injection containing a total of 5.8 xng of purified 
growth jiormone (0.094 mg/kg) into the joint of her left knee, 
prior tto the initial intra -articular injection, Patient 3 
experienced pain, swelling, and warmth in her left knee. 
Patient 3 was unable to walk more than a few blocks, and when 
she did walk, Bhe walked with a limp. Patient 3 had a pain 
score oE four out of ten to five out of ten (4/10 to 5/10) on 
average, with a peak pain score of eight out of ten (8/10) , 
prior t ? the initial intra-articular injection. The mobility in 
the left knee of Patient 3, prior to the initial infcra-articular 
injection, was in the range of five degrees (5°) to one-hundred 
and thijrty-five degrees (135°) . An Initial X-ray of the left 
knee ofi Patient 3 indicated no perceivable or approximately 0 
mllllmejter joint space medially (i.e. bone to bone contact). 

Or| or about December 11, 2000, Patient 3 was re-examined, 
following the initial intra -artieular injection. Patient 3 
experienced no pain, swelling, or warmth in her left knee, and 
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had a pain score of zero out of ten (0/10) . The mobility in the 
left knee of Patient 3, following the initial intraarticular 
injection, was in the range of one degree (1°) to one-hundred and 
thirty degrees <130"> . Patient 3 received a Becond intra- 
articular injection containing a total of 5,8 mg of purified 
growth hormone (0*094 mg/kg) on or about December 11, 2000. 

On or about December 27 , 2000, Patient 3 was re-examined, 
followlrg the second intra-articular injection., Patient 3 
experienced no pain, swelling, or warmth in her left knee, and 
had a pain score of zero out of ten (0/10) . The mobility in the 
left kn<>e of Patient 3, following the initial intra-articular 
injection, was in the normal range of sero degree© (0°) to one- 
hundred and thirty -five degrees (135°) ♦ An X-ray of the left 
knee of Patient 3 at this time indicated an increase in joint 
space t<b approximately 1 millimeter. Patient 3 received a third 
intra-articular injection containing a total of 5.8 mg of 
purifiel growth hormone (0.094 mg/kg) on or about December 27 , 



2000, 

On 

articul 



or about January 15, 2001, following the third intra- 
ar injection Patient 3 was re-examined. Patient 3 
experienced no pain, swelling, or warmth at this time, and had 
a pain score of zero out of ten (0/10) . The mobility in the 
left knee of Patient 3 was in the range of two degrees <2*) to 
one -hundred and forty degrees (140°) . An X-ray of the left knee 
of Patient 3 at thie time indicated a joint space of 
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approximately 1 millimeter. Patient 3 received a fourth intra- 
articular injection containing a total of 5.8 mg of purified 
growth hormone (0.094 mg/kg) on or about January 15, 2001. 

On or about January 29, 2001, Patient 3 was re-examined, 
following the fourth intra -articular injection. Patient 3 
experienced nc pain, swelling, or effusion, and had a pain score 
of zero out of ten (0/10) . An X-ray of the left knee of Patient 
3 at this time indicated an increase in joint space to 
approximately 3 millimeter. Further, Patient 3 exhibited no 
side effects as a result of this treatment. 



11 That on or about January 24, 2001, Patient 4, a 72 
year old male weighing 61 Kg, received an initial intra- 
articular injection containing a total of 5.8 mg of purified 
growth hormone (0.095 mg/kg) into the sub-talar joint of his 
right ankle. Prior to the initial intra- articular injection, 
Patient 4 experienced arthritis of the sub-talar joint in hie 
right aikle, reportedly resulting from a fracture suffered from 
a fall from a ladder in 1997. The arthritis experienced by 
Patient 4 vas accompanied by pain, swelling, and warmth in hie 
right alnkle, which caused him to walk with a limp. Patient 4 
had a pain score of five out of ten (5/10), prior to the initial 
intra -articular injection. The mobility in the right ankle of 
Patient] 4, prior to the initial intra -articular injection, was 
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five decrees (5°) up, thirty-five degrees (35°) down, and the 
sub-talar joint had a total range of motion of five degrees (5°) - 
An initial x-ray of the right ankle of Patient 4 indicated no 
perceivable or approximately 0 millimeter joint space (i,e, bone 
to bone contact) . 

On or about January 31, 2001 , Patient 4 was re-examined, 
following the initial intra -articular injection* Patient 4 
experienced no pain, warmth, or swelling, and had a pain score 
of zero out of ten (o/io) . 

12. That I hereby declare that all statements made herein 
of ray Qtm knowledge are true and that all statements made on 
information and belief are believed to be true, and further, 
that th<iee statements were made with the knowledge that willful 
false statements and the like so made are punishable by fine or 
imprisonment, or both, under Section 1001 of Title 18 of the 
United Htates Code, and that such willful false statements may 
jeopardize the validity of the application or any patent issued 



thereon 



Date: 



ALLAN R. DUNN 
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